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Abstract

Pluripotent cells can be grown in clonogenic assays. The tumor stem-cell fraction, which accounts for <0.4% of the total cells, and
which is considered the most relevant cell type in the development of metastases and recurrences, is able to divide and to form
colonies in a semisolid matrix (agar or methylcellulose). Major applications of the tumor clonogenic assay (TCA) are chemosensitivity
testing of tumors and xenografts, and for assessments within drug discovery programs. Of crit. relevance for the usefulness of the
TCA is whether it can predict sensitivity or resistance towards clin. used agents. When we compared the response of human tumors
established as xenografts in nude mice in the TCA in vitro to that of the clin. response, 62% of the comparisons for drug sensitivity,
and 92% of the comparisons for drug resistance were correct. The same percentage of true/false observations was found when
tumors were tested after serial passage in nude mice in the TCA in vitro and their response compared to in vivo activity in
corresponding xenografts (60% and 90%, resp.). The highest correct predictive values were, however, found when the clin. response
of tumors was compared to their explants established in the nude mouse and treated in vivo. Of 80 comparisons performed, we obsd.
a correct prediction for tumor resistance in 97% and for tumor sensitivity in 90%. In our opinion, the TCA with established human
tumor xenografts has an important role in current drug discovery strategies. We therefore included the TCA as secondary assay in
our approach to anticancer drug discovery and found that a no. of novel agents were active; these are now in advanced preclin.
development or clin. trials. Thus, the tumor clonogenic assay has proven predictive value in the chemosensitivity testing of std. and
exptl. anticancer drugs.
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Abstract

The in vivo antitumor efficacy of MGI-114 (a semisynthetic analog of the cytotoxic sesquiterpenoid illudins) was examd. in a panel of
human tumor xenografts in mice, consisting mainly of human lung and gastric tumors, and compared with that of other antitumor drugs
(irinotecan, paclitaxel, cisplatin, doxorubicin, vindesine, etoposide and 5-fluorouracil). When different administration schedules were
compared, daily administration of MGI-114 was more effective than intermittent administrations. In human tumor xenograft models of
nasopharyngeal, breast and colon carcinoma and melanoma, MGI-114 exerted a strong antitumor activity, with complete tumor
regression occurring. Moreover, in four human lung and three gastric tumor xenografts, MGI-114 had a strong antitumor activity, with
complete tumor regression occurring in some cases. The antitumor efficacy of MGI-114 was generally higher than or equiv. to that of
irinotecan and paclitaxel. These results support the potential utility of MGI-114 in the treatment of a variety of human solid tumors.

Answer 3:

Bibliographic Information



22 August 2008 SciFinder Page: 2

Acquired resistance and cross-resistance of gemcitabine to cisplatin or vindesine in human lung cancer xenografted in

nude mice. Fujita, Fumiko; Fujita, Masako; Fujita, Masahide; Sakamoto, Yasuo. Experimental Cancer Chemotherapy Res. Lab.
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Abstract

One of the problems in the treatment of cancer is the development of resistance to anti-tumor agents when used repeatedly. We
described the induction of resistance and cross-resistance to cisplatin (CDDP) or vindesine (VDS) and the side effects of gemcitabine,
a new Ara-C deriv., in human lung cancers, Mgnu-1 or H-74 xenografted in nude mice. We investigated the effects of 4-wk treatment
with gemcitabine, CDDP or VDS, followed by repeated or alternate therapy after a 4-wk observation period. Gemcitabine was
effective and did not show the acquired resistance when given repeatedly. In contrast, CDDP but not VDS, when given repeatedly,
showed a decrease of the anti-tumor effect in the second course. Gemcitabine was still effective to the large tumor grown after
CDDP or VDS therapy. Thus, gemcitabine may not develop resistance nor show cross-resistance to CDDP or VDS. In addn.,
repeated treatment with gemcitabine was much safer than CDDP or VDS. These results suggest that gemcitabine is a candidate for
the first choice drug in cancer treatment.
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Abstract

Gemcitabine is a new ara-C deriv. with much more potent cytotoxic action than ara-C, which may be explained by the fact that its
intracellular concn. can be maintained over a long period. We investigated the antitumor activity of combination of gemcitabine with
cisplatin (CDDP) or vindesine (VDS) in lung cancer line H-74 that was relatively insensitive to gemcitabine. Mice were obsd. for 8 wk,
including the 4 wk treatment period and the subsequent 4 wk drug-free period. The tumor growth inhibition rate, histol. changes, and
side effects were evaluated at 4 and 8 wk after the initiation of therapy. The anti-tumor effects of treatment combining gemcitabine
with CDDP or VDS were more potent and lasted longer than each drug sep. Statistical anal. shows that the treatment combining
gemcitabine with CDDP was additive or synergistic at 4 and 8 wk after initiation, whereas the treatment combining gemcitabine with
VDS was only additive at 4 wk after initiation and additive or synergistic at 8 wk after initiation. The side effects of both combination
groups were less than those obsd. ni only CDDP or VDS-treatment animals. These results suggest the usefulness of a combination
therapy combining gemcitabine with CDDP or VDS in future clin. applications.
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The in vivo combination effect of navelbine (NVB, KW-2307) plus cisplatin was compared with that of vindesine (VDS) plus cisplatin in
terms of antitumor activity and side effects. The antitumor activity of NVB or cisplatin against i.p. inoculated P388 leukemia was
augmented by their combination on various schedules when the interval of administrations was within 24 h. Against i.v. inoculated
P388 leukemia, the most significant combination effect was obsd. when cisplatin was administered 4 h after NVB injection (ILS(%) >
451) and three long-term survivors were obsd. On this schedule, the combination of LD10 of each drug was achieved, indicating the
lack of addn. of toxicity. This was further proved by examn. of body wt. change, white blood cell count and platelet count.
Interestingly, significant elevation of blood urea nitrogen concn. by cisplatin was prevented by the combination with NVB. The
combination of max. tolerated dose of NVB and cisplatin was also tolerable in nhude mice, and their combination effect was obsd.
against human lung large cell carcinoma Lu-65 and adenocarcinoma PC-12. The no. of toxic death mice was more in VDS plus
cisplatin-treated groups than in NVB plus cisplatin-treated groups, indicating that the combination chemotherapy of NVB plus cisplatin is
a better regimen than that of VDS plus cisplatin in exptl. tumor systems.
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Abstract

The effects of cis-diamminedichloroplatinum (CDDP), peplomycin (PEP), mitomycin C (MMC), adriamycin (ADM), etoposide (VP-16),
5-fluorouracil (5-FU), and vindesine (VDS) upon the viability and cell cycle progression of cultured human esophageal cancer cells
(TE-2, AE-2), human esophageal (AEN-2), or gastric (TK) tumor xenografts growing in nude mice were measured and compared using
flow cytometry (FCM) in order to improve the methods of selecting the individual agents and establish the most effective regimen for
combination cancer chemotherapy. Anal. of the influence of chemotherapeutic agents on cell cycle kinetics using FCM appeared to be
very important in the development of an effective cancer chemotherapy. Recruitment and partial synchronization were esp. useful in
reinforcing the antitumor effects of combination chemotherapy on solid cancers.
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Abstract

The effectiveness of alternating chemotherapy with the combination regimens | [mitomycin C (MMC) and 5'-deoxy-5-fluorouridine
(5'-DFUR)] and Il [cisplatin(CDDP), 5'-DFUR, and vindesine(VDS)] was evaluated using 3 lines of cancer xenografts (breast, colon,
and pancreas) in nude mice with special emphasis on relapse-free survival. Results showed that cyclic delivery of two
non-cross-resistant drug combinations with optimal treatment doses and timing prevented toxic effects and induced long-term survival
without relapse.
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Abstract

Combined applications of 4 drugs, vindesine (VDS), methotrexate (MTX), cisplatin (CDDP) and 5'-DFUR (5'-deoxy-5-fluorouridine)
against 3 lines of human breast cancer (H-62, H-31, H-71), and one line each of gastric cancer (H-55) and colon cancer (H-110)
xenografted into nude mice were evaluated in comparison with CAF (cyclophosphamide, adriamycin and 5-fluorouracil (5-FU) therapy
which is commonly used for breast cancer. Combination therapy with 3 drugs (VDS, CDDP and 5'-DFUR) or 4 drugs (VDS, CDP, MTX
and 5'-DFUR) achieved a marked effect with tumor shrinkage in 3 lines of tumors (H-55, H-31 and H-62). Moreover, remarkable
effects were shown even in the other 2 lines which were insensitive to every single-agent therapy. A synergistic effect was obtained

in 3 of the 5 lines examd. These combination therapies were histol. superior to therapies employing single-drug or CAF therapy. The
side effects for combination of these 3 or 4 drugs evaluated by body wt. loss were transient and equiv. to maximal dose of VDS or
CDCP.
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Abstract

The distribution of [3H]vindesine (3H-VDS) was studied in the tissues and tumors of athymic mice bearing a human colorectal tumor
xenograft. Selective tumor localization was obtained when 3H-VDS was injected as a conjugate with a monoclonal, anti-CEA antibody
(11.285.14) but not as a conjugate with a nonbinding monoclonal 1IgG1 (Ag8) or as free succinoyl-VDS. The amts. of VDS that localized
in the tumor following injections of 3H-VDS-11.285.14 increased in proportion to the amt. injected, over a wide dose range. Conjugates
prepd. with the Fab fragments of the antibody showed no evidence of selective tumor uptake in comparison with normal tissues.
Various dose levels of VDS-11.285.14 conjugate and free VDS were studied for effects on the growth of the tumor xenograft. A

growth inhibition of 50% was obtained at 1.5 mg/kg with free VDS and at 2.5 mg/kg with conjugated VDS. The conjugate was, however,
considerably less toxic.
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Abstract

Human breast cancer and leukemic cells implanted in nude mice appeared to be useful models for the screening of neoplasm
inhibitors. The sensitivities of implanted tissues to drugs were similar to those found in patients. Studies on the suitable route of
administration in these mice provide the best administration routes for humans.
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Abstract

Ten chemotherapeutic agents, mostly phase | and Il drugs, were tested for activity against 2 human lymphomas heterotransplanted in
nude mice. Three of these agents have been tested in phase Il trials in patients with lymphoma and found to lack activity; a
corresponding lack of activity was found in lymphoma-bearing nude mice. Apart from cyclophosphamide [50-18-0], which is known to
have activity against lymphoma and was used as a pos. control, only dianhydrogalactitol (DAG) [23261-20-3] had antitumor activity in
the lymphoma-bearing nude mice. Tumor regressions induced by DAG in a heterotransplanted diffuse histiocytic lymphoma were
significant.
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Abstract

vindesine [53643-48-4] (3.0 Mg/kg) was more effective than vincristine [57-22-7] (1.2 mg/kg) in delaying the growth of small-cell
human lung carcinoma xenografts in mice, but the 2 were equally effective in inhibiting adenocarcinoma xenografts.
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Abstract

The efficacy of desacetyl vinblastine amide (I) [53643-48-4] was tested against 5 human sarcomas heterotransplanted into nude mice.
Marked antitumor effect was found against a lipoblastic liposarcoma, including complete regressions of tumor in some animals. A
lesser, though statistically significant, antitumor effect was obsd. with a malignant schwannoma. No antitumor activity was seen
against a leiomyosarcoma, epithelioid sarcoma, or Erwing's sarcoma. Thus, | deserves study in the treatment of human patients with
malignant sarcomas.
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Abstract

The therapeutic potential of immunoconjugates comprising vindesine and a monoclonal anti-CEA antibody, 11-285-14, has
been evaluated in vivo using a clinically relevant targeting model system. Treatment of nude mice bearing human tumor
xenografts of varying target antigen (CEA) expression has demonstrated efficacy and selectivity of conjugates of
vindesine with 11-285-14 on tumor growth for tumors expressing the antigen (LS174T and BENN) but not for those lacking
the antigen (COLO320DM). An effect of conjugate was seen even with xenografts that achieved a no-growth state
(SKCO1) but not with CEA-expressing xenografts that were resistant to free drug (SW1116). Additionally, prolonged
survival of mice bearing a lung tumor xenograft was observed after conjugate treatment. The toxicity of conjugated drug
was less than that of free drug, and conjugates retained efficacy up to 5 months after preparation.



